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Comparison of several antiangiogenic regimens alone and 
with cytotoxic therapies in the Lewis lung carcinoma. 
Teicher B A; Holden S A; Ara G; Korbut T; Menon K 
Dana-Farber Cancer Institute, Boston, MA 02115, USA. 
P01-CA19589 (NCI) 
(NCI) 
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Cancer chemotherapy and pharmacology, (1996) 38 (2) 169-77. 
Journal code: 7806519. ISSN: 0344-5704. 
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Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
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Entered STN: 19960620 
Last Updated on STN: 19970203 
Entered Medline: 19960611 
The efficacy of several potential antiangiogenic agents, TNP-470, 
minocycline, suramin, genistein, interferon delta 4, 14 (sulfated) -beta- 
cyclodextrin and tetrahydrocortisol, alone and in combination with 
cytotoxic therapies was examined against primary and metastatic Lewis lung 
carcinoma. The antiangiogenic agents when administered as single agents 
or in two-agent combinations were only modestly active as antitumor 
agents. Three antiangiogenic agent combinations, TNP-470/minocycline, 
TNP-470/14 (S04)beta-CD/THC and minocycline/14 ( S04 ) beta-CD/THC, produced 
significant increases in tumor growth delay and decreases in the 
number of lung metastases when administered along with 
cyclophosphamide compared with cyclophosphamide alone. 

Two antiangiogenic agent combinations, minocycline/interferon delta 4 and 
minocycline/14 (S04 ) beta-CD/THC, produced significant decreases 
in the number of lung metastases when administered alone with adriamycin 
compared with adriamycin alone. The antiangiogenic combinations of 
TNP-470/minocycline, TNP-470/suramin, TNP-470/genistein, 
TNP-470/interferon delta 4 and TNP-470/14 ( S04 ) beta-CD/THC, resulted in 
increased tumor growth delays when administered along with CDDP, BCNU, 
fractionated radiation or 5-f luorouracil . There was not always a direct 
correlation between the antiangiogenic regimen that was most beneficial 
against the primary tumor as compared with disease metastatic to the 
lungs. These studies establish that a broad range of antiangilogenic 
therapies can interact in a positive manner with cytotoxic therapies. 
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TITLE: Increase in total blood leukocyte count following 

intranasal administration of recombinant human granulocyte 
colony-stimulating factor (rhG-CSF) in rabbits with 
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Department of Pharmaceutics, Showa College of 
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We investigated the effects of intranasal (i.n.) administration of 
recombinant human granulocyte colony-stimulating factors (rhG-CSF) on the 
total count of leukocytes in peripheral blood (total blood leukocyte 
count) of rabbits with leukopenia who received cyclophosphamide 
(CPA). When CPA (30 mg/kg per d) was administered intravenously, the 
total blood leukocyte count decreased to levels below 

5000/microliters approximately 4 d after the initiation of CPA multiple 
dosing. The decreased level of the total blood leukocyte count 
was maintained throughout the period of CPA dosing. RhG-CSF was given 



SOURCE 



PUB. COUNTRY: 
DOCUMENT TYPE: 
LANGUAGE: 
FILE SEGMENT: 
ENTRY MONTH: 
ENTRY DATE: 



AB 



10/724,638 



once a day for 3 d in CPA-treated rabbits via i.n. administration of 
aqueous preparations containing rhG-CSF with or without alpha- 
cyclodextrin (alpha-CyD) . The total blood leukocyte count 
increased from levels below 5000/microliters to the normal physiological 
level following i.n. administration of rhG-CSF preparation and 
reduced the period of leukopenia induced by CPA. The 

coadministration of rhG-CSF and alpha-CyD was more effective in increasing 
the total blood leukocyte count. It is suggested that i.n. administration 
of rhG-CSF is promising for reducing the risk of cytotoxic 
chemotherapy (CPA) -induced leukopenia as an adverse side effect. 
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Response of the FSall fibrosarcoma to antiangiogenic 
modulators plus cytotoxic agents. 
Teicher B A; Holden S A; Ara G; Northey D 
Dana-Farber Cancer Institute, Boston, MA 02115. 
P01-CA19589 (NCI) 
(NCI) 
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The formation of a blood supply ( angiogenesis ) is critical to the growth 
of solid tumors. The naturally occurring steroid tetrahydrocortisol, the 
synthetic cyclodextrin derivative beta-cyclodextrin 
tetradecasulf ate, and the tetracycline derivative minocycline have 
antiangiogenic activity. Tetrahydrocortisol (125 mg/kg) and beta- 
cyclodextrin tetradecasulf ate (1000 mg/kg) in a 1:1 molar ratio by 
continuous infusion over 14 days and minocycline (10 mg/kg) administered 
i.p. daily from day 4 to day 18 postimplantation of the FSall fibrosarcoma 
did not alter the growth of the tumor. These antiangiogenic modulators 
were not cytotoxic toward FSallC tumor cells or bone marrow CFU-GM when 
tumor-bearing animals were treated and cytotoxicity determined by colony 
formation in culture. The antiangiogenic modulators markedly increased 
the cytotoxicity of cyclophosphamide toward FSallC tumor cells 
and to a much lesser degree toward bone marrow CFU-GM. The cytotoxicity 
of CDDP and radiation was enhanced only by administration of the three 
modulators in combination. In tumor growth delay studies, the three 
modulator combination increased the effectiveness of CDDP by 1.5-fold, of 
cyclophosphamide by 1.9-fold and of radiation by 1.4 -fold. 
Although the antiangiogenic therapies alone did not substantially 
reduce the number of lung metastases compared with the untreated 
controls, addition of the antiangiogenic agents to treatment with the 
cytotoxic therapies reduced not only the number of lung 
metastases formed from the primary tumor but also reduced the 
number of large metastases. Thus, antiangiogenic therapies can potentiate 
the efficacy of standard anticancer therapies. 
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Entered Medline: 19940201 
AB Tetrahydrocortisol, beta-cydodextrin tetradecasulf ate, and 

minocycline used alone or in combination are not very cytotoxic toward 

EMT-6 mouse mammary tumor cells growing in monolayer. Tetrahydrocortisol 

(100 microM, 24 h) and beta-cyclodextrin tetradecasulf ate (100 

microM, 24 h) protected EMT-6 cells from the cytotoxicity of CDDP, 

melphalan, 4-hydroperoxycyclophosphamide, BCNU, and X-rays under various 

conditions of oxygenation and pH. Minocycline (100 microM, 24 h) either 

had no effect upon or was additive with the antitumor alkylating agents or 

X-rays in cytotoxic activity toward the EMT-6 cells in culture. The 

combination of the three modulators either had no effect upon or was to a 

small degree protective against the cytotoxicity of the antitumor 

alkylating agents or X-rays. The Lewis lung carcinoma was chosen for 

primary tumor growth-delay studies and tumor lung-metastases studied. 

Tetrahydrocortisol and beta-cyclodextrin tetradecasulfate were 

given in a 1:1 molar ratio by continuous infusion over 14 days, and 

minocycline was given i.p. over 14 days, from day 4 to day 18 post tumor 

implantation. The combination of tetrahydrocortisol/beta- 

cyclodextrin tetradecasulfate diminished the tumor growth delay 

induced by CDDP and melphalan and produced modest increases in the tumor 

growth delay produced by cyclophosphamide and radiation. 

Minocycline co-treatment increased the tumor growth delay produced by 

CDDP, melphalan, radiation, bleomycin, and, especially 

cyclophosphamide, where 4 of 12 animals receiving minocycline (14 

x 5 mg/kg, days 4-18) and cyclophosphamide (3 x 150 mg/kg, days 

7, 9, 11) were long-term survivors. The 3 modulators given in combination 

produced further increases in tumor growth delay with all of the cytotoxic 

therapies, and 5 of 12 of the animals treated with the 3-modulator 

combination and cyclophosphamide were long-term survivors. 

Although neither tetrahydrocortisol/beta-cyclodextrin 

tetradecasulfate, minocycline, nor the three modulator combination 

impacted the number of lung metastases, there was a decrease in 

the number of large lung metastases. Treatment with the cytotoxic 

therapies alone reduced the number of lung metastases. Addition 

of the modulators to treatment with the cytotoxic therapies resulted in a 

further reduction in the number of lung metastases. These 

results indicate that agents that inhibit the breakdown of the 

extracellular matrix can be useful additions to the treatment of solid 

tumors . 
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The formation of a blood supply (angiogenesis ) is critical to the growth 
of solid tumors. The naturally occurring steroid tetrahydrocortisol, the 
synthetic cyclodextrin derivative beta-cyclodextrin 
tetradecasulfate, and the tetracycline derivative minocycline have 
antiangiogenic activity. Tetrahydrocortisol and beta-cyclodextrin 
tetradecasulfate in a 1:1 molar ratio by continuous infusion over 14 days 
and minocycline administered i.p. over 14 days from day 4 to day 18 
postimplantation of the Lewis lung carcinoma significantly increased the 
growth delay of the primary tumor after treatment with 
cis-diamminedichloroplatinum( II ) , melphalan, cyclophosphamide, 
Adriamycin, bleomycin, and radiation therapy administered in standard 
regimens. Addition of the antiangiogenic agents to treatment with the 
cytotoxic therapies not only reduced the number of lung 
metastases formed from the primary tumor but also reduced the 
number of large metastases. Five of 12 animals treated with the 
antiangiogenic modulators and cyclophosphamide were long-term 
survivors- (> 120 days). Thus, antiangiogenic therapies can potentiate the 
efficacy of standard anticancer therapies. 
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Efficacy of posaconazole in a murine model of CNS 
aspergillosis . 

Imai, J. [Reprint Author); Singh, G. [Reprint Author]; 
Clemons, K. V. [Reprint Author]; Stevens, D. A. [Reprint 
Author] 

Calif. Inst. Med. Res., San Jose, CA, USA 
Abstracts of the Interscience Conference on Antimicrobial 
Agents and Chemotherapy, (2003) Vol. 43, pp. 432. print. 
Meeting Info. : 43rd Annual Interscience Conference on 
Antimicrobial Agents and Chemotherapy. Chicago, IL, USA. 
September 14-17, 2003. American Society for Microbiology. 
Conference; (Meeting) 

Conference; Abstract; (Meeting Abstract) 
English 

Entered STN: 3 Dec 2003 
Last Updated on STN: 3 Dec 2003 
Background: Human CNS infection with Aspergillus fumigatus, despite 
therapy, has >90% mortality. We compared the efficacies of posaconazole 
(POS), amphotericin B (AmB), itraconazole (ICZ) and caspofungin (CF) for 
treatment potential. Methods: Male CD-I mice were immunosuppressed with 
cyclophosphamide (200 mg/kg, i.p.), 2 days prior to, and every 5 
days after infection. Mice were infected intracerebrally with 7.05X106 
conidia/mouse of A. fumigatus. Groups of mice (n=10) were given AmB at 3 
mg/kg (i-p-, QD), POS in sterile water at 5, 25 or 100 mg/kg (PO, QD), CF 
at 5 mg/kg (i.p., QD), or ICZ in 34% cyclodextrin (HPbetaCD) at 
50 mg/kg ( PO, BID). Diluent controls received HPbetaCD ( PO, BID) or 5% 
D5W (i.p. QD) . Therapy began 1 day after infection for 10 days. On day 
14, fungal burdens were determined in survivors by plating of brain and 
kidney homogenates. Results: Mice treated with HPbetaCD had 100% 
mortality and gtoreq80% given D5W or ICZ died, whereas CF, AmB, and POS 
(all doses) had 40, 70 and gtoreq90% survival, respectively. Treatment 
with AmB, or POS at 5, 25, or 100 mg/kg significantly prolonged survival 
over mice given HPbetaCD ( PltoreqO. 0001 ) , D5W ( PltoreqO . 02 ) , or those 
given ICZ ( PltoreqO . 01 ) . All POS regimens were superior in prolonging 
survival over CF ( PltoreqO . 02 ) . AmB, and POS at 5, 25, or 100 mg/kg were 
superior to D5W [ PltoreqO . 02 ) , CF ( PltoreqO. 04 ) , and ICZ ( PltoreqO . 009 ) in 
reducing CFU from both the brain and the kidneys. AmB and POS 
were also equivalent to each other in prolonging survival (P>0.05) or 
reducing CFU in either organ. No animals were cured of infection 
in either organ by any treatment regimen. Conclusions: POS at 5, 25, or 
100 mg/kg showed no overt toxicity and was superior in prolonging survival 
and reducing CFU .when compared to control groups, CF, or ICZ; 
all regimens of POS were equivalent to AmB for survival and CFU. However, 
POS in this vehicle did not show dose responsiveness in CFU 
reduction or effect cure. Overall, POS shows promising efficacy 
for the treatment of CNS aspergillosis. 
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Pharmacokinetics of a 14 day course of itraconazole 
nanocrystals given intravenously to allogeneic 
haematopoietic stem cell transplant (HSCT) recipients. 
Donnelly, J. P. [Reprint author]; Mouton, J. W. ; 
Blijlevens, N. M. A. [Reprint author]; Smiets, A. [Reprint 
author]; Verwei j , P. E. [Reprint author]; de Pauw, B. E. 
[Reprint author] 

UMC St Radboud, Nijmegen, Netherlands 

Abstracts of the Interscience Conference on Antimicrobial 
Agents and Chemotherapy, (2001) Vol. 41, pp. 5. print. 
Meeting Info.: 41st Annual Meeting of the Interscience 
Conference on Antimicrobial Agents and Chemotherapy. 
Chicago, Illinois, USA. September 22-25, 2001. 
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Background: A new nanocrystal formulation of itraconazole is thought safer 
than hydroxy-beta-cyclodextrin for treating patients receiving 
ciclosporin (CSA) . We studied the pharmacokinetics of ITR-NC in a 
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homogeneous cohort of 6 adults receiving an allogeneic matched-related 
HSCT who tolerate oral drugs poorly. Methods: After giving informed 
consent, all patients were managed with a triple lumen IV catheter, given 
idarubicin, cyclophosphamide and TBI for conditioning therapy, 
and the same antimicrobial prophylaxis. On days -6 and -5 preHSCT 200 mg 
ITR-NC was given IV ql2h followed by 200 mg q24 for the next 12 days. CSA 

3 mg/kg/d was started on d-1 HSCT (d+6 of IT-NC) . Plasma was obtained at 
0, 2, 12, 14, 24, 26, 36, 38, 48, 50, 72, 74, 96, 98, 120, 122, 144, 
144.25, 144.5, 145, 146, 146.5,, 147, 148, 150, 152, 156, 160, 168,, 216,, 
264,, 312, 312.25, 312.5, 313, 314, 314.5, 315, 316, 318, 320, 324,, 328, 
336, 360, 384, 408, 432, 648 h after the first dose. A 2-compartment open 
model and non-compartmental analysis were done using Winnonlin. Results: 
The mean+-SD Vss=1677+-827 L, AUC24=51558+-10635 mug.h/L, Cmax=5084+-2209, 
Cl=3.35+-1.8 L/h and terminal tl/2=346+-225 h. Steady state was not 
reached and *500 mug/L was maintained in 5 cases for at least 9 days after 
stopping treatment. 5 patients had minor complaints about the drug of 
which 2 had transient hypotension. CSA was reduced by 23-33% in 

4 cases (1 fluid retention), stopped in 1 (fluid retention) and not 
adjusted in 1 (fluid retention and neurotoxicity). Conclusions: IT-NC was 
well tolerated. A 14 day-course provides *500 mug/L for 3 weeks but the 
dosage of CSA should be reduced by a third to forestall 

toxicity. 
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AB Treatment of invasive fungal infections is increasingly complex. 

Amphotericin B deoxycholate has long been the mainstay of treatment. 
However, there has been increasing recognition of both the propensity for 
nephrotoxicity in haematology, transplant and intensive care 
patients as well as its adverse impact on morbidity and mortality. This 
has coincided with the availabilty of newer, and in certain settings, more 
effective antifungal agents. Although the newer agents clearly cause less 
nephrotoxicity than amphotericin B, drug interactions, hepatic 
effects and unique side-effects need to be considered. The spectrum of 
the newer triazoles and echinocandins varies, highlighting the importance 
of accurate identification of the causative organism where possible. 
Consensus Australian guidelines have been developed to assist clinicians 
with treatment choices by reviewing the current evidence for the efficacy, 
the toxicity and the cost of these agents. 
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Netherlands 
Journal; Article 
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English 
English 

Entered STN: 940803 
Last Updated on STN: 940803 
The interaction between 23 anticancer drugs and hy<iroxypropyl 
-p- cyclodextrin (HP. bet a. CD) was studied by 

reversed-phase charge-transfer thin-layer chromatography and the relative 
strength of interaction was calculated. HP. beta. CD formed 
inclusion complexes with 15 compounds, the complex always being more 
hydrophilic than the uncomplexed drug. The inclusion forming capacity of 
drugs differed considerably according to their chemical structure. The 
intensity of interaction significantly increased with increasing 
hydrophobicity of the guest molecule, demonstrating the preponderant role 
of hydrophobic interactions in inclusion complex formation. 
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AB Improved treatments of joint diseases, such as, e.g. osteoarthritis and 
rheumatoid arthritis, and pain, comprise a strontium-containing compound 
administered alone or in combination with one or more second 
therapeutically and/or prophylactically active substances. The second 
active substance is selected from the group consisting of bisphosphonates, 
glucosamine, pallitative agents, analgesic agents, disease modifying 
anti-rheumatic compds. (DMARDs), selective estrogen receptor modulators 
(SERMs), aromatase inhibitors, non-steroidal anti-inflammatory agents 
(NSAIDs), COX-2 inhibitors, COX-3 inhibitors, opioids, 
inhibitors/antagonists of IL-1, inhibitors/antagonists of TNF-ct, 
inhibitors of matrix metallo-proteinases (MMPs), cathepsin K inhibitors, 
inhibitors/antagonists of RANK-ligand, statins, glucocorticoids, 
chondroitin sulfate, NMDA receptor antagonists, inhibitors of 
interleukin-I converting enzyme, Calcitonin gene related peptide 
antagonists, glycine antagonists, vanilloid receptor antagonists, 
inhibitors of inducible nitric oxide synthetase (iNOS), N-acetyl choline 
receptor agonists, neurokinin antagonists, neuroleptic agents, PAR 2 
receptor antagonists and anabolic growth factors acting on joint tissue 
components. Pharmaceutical compns . comprising a strontium-containing compound 
and a second therapeutically and/or prophylactically active substance as 
defined above are also described. Thus, a tablet formulation to be 
administrated one to two times daily contained alendronate 10 mg, 
strontium malonate 200 mg, lactose 100 mg, corn starch (for mixing) 15 mg, 
corn starch (for paste) 15 mg, and magnesium stearate 10 mg. 
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The present invention provides aqueous Ifosfamide compns . and a 
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AB The present invention provides aqueous Ifosf amide compns . and a 

process for their preparation, in which the compns. have a reduced 
toxicity over and above the concomitant use of the uroprotective agent, 
Mesna. Aqueous compns. of If osf amide can be prepared at a concentration as 
high as 1100 mg/mL. 
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Low toxicity, stable oxazaphosphorine-containing compns. are prepared by adding 
an oxazaphosphorine antineoplastic and a 2-mercaptoethanesul f onate to an 
aqueous solution of an etherified p- cyclodextrin. The 

2-mercaptoethanesul f onate can be added as an aqueous solution optionally containing 
an etherified p- cyclodextrin. Preferably, the 
oxazaphosphorine antineoplastic is iffosfamide, the 2- 
mercaptoethanesulf onate is Mesna and the etherified p- 
cyclodextrin is 2 -hydroxypropy 1 - p - 

cyclodextrin. Thus, a formulation contained if osf amide 
10, Mesna 2, 2 -hydroxypropy 1-p- cyclodextrin 40, 

disodium hydrogen phosphate 0.1, and sodium dihydrogen phosphate 0.06 g, 
and water qs to 200 mL. 
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AB The present invention relates to modif ied-release oral pharmaceutical 

compns. containing 1 or more active drugs solubilized, suspended or embedded 
in a suitably formulated amphiphilic matrix which, loaded in hydrophilic 
matrixes, provides different release profiles. Gelucire 44/14 (45 g) is 
melted and kept at 55-65°, 5 g Transcutol is added and the stirred 
mixture is mixed with 5 g dioctyl sodium sulf osuccinate and 10 g p- 
cyclodextrin . Calcium folinate (75 g) is loaded into a 

granulator/homogenizer and the hot mixture obtained above is added thereto. 
The mixture is granulated to homogeneity, then 100 g hydroxypropyl 
Me cellulose and 50 mg Polycarbophil are added in the granulator. The 
components are mixed to a homogeneous dispersion of the matrixes, then 210 
g of Prosolv, 5 g magnesium stearate and 5 g colloidal silica are added in 
succession. The final mixture is tabletted to a unitary weight of 510 
mg/tablet, so that 75 mg active ingredient/single tablet are administered. 
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AB The authors disclose MHC mol . constructs (classical and non-classical) 

conjugated to soluble or insol. carriers wherein the affinity and avidity of 
the constructs exceed that of comparable MHC tetramers. In one example, 
the construct is comprised of biotinylated HLA-A2 bound to FITC-labeled 
streptavidin conjugated to soluble derivatized dextran. The above construct 
loaded with MART-1 or influenza virus peptides was shown to effect T-cell 
activation at a lower concentration than. Also comprised by the 
present invention is the sample-mounted use of MHC mols., MHC mol. 
mul timers, and MHC mol. constructs. 
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Incensole and f uranogermacrens and compounds in 
treatment for inhibiting neoplastic lesions and 
microorganisms 
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AB The invention discloses the use of incensole and/or f uranogermacrens , 

derivs. metabolites and precursors thereof in the treatment of neoplasia, 
particularly resistant neoplasia and immunodysregulatory disorders. These 
compds. can be administered alone or in combination with conventional 
chemotherapeutic, antiviral, antiparasite agents, radiation and/or 
surgery. Incensole and f uranogermacren and their mixture showed antitumor 
activity against various human carcinomas and melanomas and antimicrobial 
activity against Staphylococcus aureus and Enterococcus faecalis. 
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PRIORITY APPLN. INFO. : US 2000-177024P P 20000119 

WO 2001-US1737 W 20010118 

AB Methods are provided for treating neoplasms, tumors and cancers, using one 
or more haptens and coagulation agents or treatments, alone or in 
combination with other anti-neoplastic agents or treatments. Also 
provided are combinations, and kits containing the combinations for effecting 
the therapy. 
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Embedding and encapsulation of controlled release 
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H., USA 



Van Lengerich, 
Van Lengerich, 
PCT Int. Appl. 
CODEN: PIXXD2 
Patent 
English 
1 



Bernhard 
Bernhard 
63 pp. 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



CA, 
BE, 



WO 9818610 
W: AU, 
RW: AT, 

CA 2269806 

CA 2269806 

AU 9749915 

AU 744156 

EP 935523 

EP 935523 
R: AT, 
IE, 

JP 2002511777 
EP 1342548 
R: AT, 
IE, 
277739 
9902036 



JP, 
CH, 



BE, 
FI 



BE, 
FI 



CH, 



CH, 



AT 
NO 



Al 
NO, 
DE, 
AA 
C 
Al 
B2 
Al 
Bl 
DE, 

T2 
Al 
DE, 

E 
A 



19980507 

PL, US 

DK, ES, FI, 
19980507 
20060124 
19980522 
20020214 
19990818 
20040929 

DK, ES, FR, 

20020416 
20030910 
DK, ES, FR, 

20041015 
19990428 



WO 1997-US18984 

FR, GB, GR, IE, IT, 
CA 1997-2269806 

AU 1997-49915 

EP 1997-912825 



LU, 



19971027 

MC, NL, PT, 
19971027 

19971027 

19971027 



JP 1998-520558 
EP 2003-10031 
GB, GR, IT, LI, LU, NL, 



PRIORITY APPLN. INFO. 



SE 



GB, GR, IT, LI, LU, NL, SE, MC, PT, 



19971027 
19971027 
SE, MC, PT, 



AT 1997-912825 19971027 
NO 1999-2036 19990428 
US 1996-29038P P 19961028 

US 1997-52717P P 19970716 

EP 1997-912825 A3 19971027 
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AB Controlled release, discrete, solid particles which contain an 

encapsulated and/or embedded component such as a heat sensitive or readily 
oxidizable pharmaceutically, biol., or nutritionally active component are 
continuously produced without substantial destruction of the matrix 
material or encapsulant. A release-rate controlling component is 
incorporated into the matrix to control the rate of release of the 
encapsulant from the particles. The addnl. component may be a hydrophobic 
component or a high water binding capacity component for extending the 
release time. The plasticizable matrix material, such as starch, is 
admixed with at least one plasticizer, such as water, and at least one 
release-rate controlling component under low shear mixing conditions to 
plasticize the plasticizable material without substantially destroying the 
at least one plasticizable material and to obtain a substantially 
homogeneous plasticized mass. The plasticizer content is substantially 
reduced and the temperature of the plasticized mass is substantially 
reduced prior to admixing the plasticized mass with the 
encapsulant to avoid substantial destruction of the encapsulant and to 
obtain a formable, extrudable mixture The mixture is extruded though a die 
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without substantial or essentially no expansion and cut into discrete, 
relatively dense particles. Release properties may also be controlled by 
precoating the encapsulant and/or coating the extruded particles with a 
film- forming component. An example of encapsulation of acetylcysteine is 
given using starch, polyethylene, glycerol monostearate, and vegetable 
oil. 

REFERENCE COUNT: 5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 
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The invention provides means of accelerating cell aging and programmed 
cell death in tumor cells by administration of 3p,17a- 
androstenediol (aAED) or its ethers or esters. Pharmaceutical 
compns. containing 5-androstene-30, 17a-diol and a second anticancer 
drug also are claimed. 
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Combination therapy using bioflavonoid or related 

compounds with anti-cancer drugs 
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AB Bioflavonoid compds. or related compds. are used in combination with 

antitumor agents for regulation of cell growth and proliferation in normal 
and malignant tissues. The antitumor agents (antimetabolites, 
antibiotics, alkylating agents) may be combined with Me 

p-hydroxyphenylactate, its analogs, chemical derivs. and chemical related 
compds., phenylmethylene ketones, nitroalkenes, aurones, or chalcones for 
an enhanced inhibitor composition Thus, 100% (5/5) of mice bearing 
estrogen-dependent mammary tumors (T-511R) treated with a combination of 
4 , 4 ' -hydroxychalcone (MV-88) and 5-f luorouricil had no signs of tumor on 
days 32 and 46; tumors returned in all animals following discontinuation 
of the treatment. 
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AB Inclusion complexes comprise ( un ) substituted cyclodextrin or 

salt thereof and pharmaceutical, pesticidal, herbicidal, agricultural, 
cosmetic or personal care agents or Pharmacol, active derivs. or 
metabolites thereof. Methods for improving solubility of these agents in a 
neutral or acidic solution, improving the bioavailability of these agents, 
and decreasing the gastric irritation of naproxen, by forming 
inclusion complexes comprising the agents and (un ) substituted 
cyclodextrins are also disclosed. Methods for treating mammals by 
orally or parenterally administering the foregoing pharmaceutical compns. 
are also provided. Amiodarone was triturated with di-Me p- 
cyclodexfcrin, a-cycloderxtrin, or p- 

cyclodextrin in a 2:1 molar ratio and filled into hard gelatin 
capsules. The 3 inclusion complexes had improved oral amidarone 
absorption in pigs. There was a prolonged absorption of drug from the 
formulations without any marked compromise in the magnitude of peak drug 
concns . 
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MEDLINE on STN 
2003057132 MEDLINE 
PubMed ID: 12543700 

Efficacy of amphotericin B or itraconazole in a murine 
model of central nervous system Aspergillus infection. 
Chiller Tom M; Sobel Raymond A; Luque Javier Capilla; 
Clemons Karl V; Stevens David A 

Division of Infectious Diseases, Department of Medicine, 
Santa Clara Valley Medical Center, San Jose, California 
95128-2699, USA. 

Antimicrobial agents and chemotherapy, (2003 Feb) 47 (2) 
813-5. 

Journal code: 0315061. ISSN: 0066-4804. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200308 

Entered STN: 20030206 
Last Updated on STN: 20030809 
Entered Medline: 20030808 
Given the greater than 90% lethality of clinical central nervous system 
(CNS) aspergillosis despite current therapies, there is a need for an 
animal model to study therapeutic strategies. We previously established a 
model of CNS aspergillosis by intracerebral infection and report here the 
results of treatment with the two therapies with the greatest clinical 
experience, i.e., treatments with amphotericin B (AMB) and itraconazole 
( ITZ ) . Mice were given cyclophosphamide to produce 

pancytopenia. AMB was given intraperitoneally (i.p.; 3 mg/kg of body 
weight) or intravenously (i.v.; 0.8 mg/kg) once daily. ITZ in 
cyclodextrln was given by gavage once daily at a dose of 100 mg/kg 
or twice daily at 50 mg/kg. Treatments were started at day 1 
postinfection and given for 10 days. At day 15, survivors were 
euthanatized. Ninety percent of the mice given no treatment died by day 
6, and 100% died by day 10. Mice treated with AMB either i.p. or i.v. had 
40% survival. Mice treated with ITZ either once or twice per day had a 
median survival time of 10 days, compared with 4 days for control animals, 
but a survival rate of only 10%. AMB and ITZ prolonged survival (P, 
<0.0001 to <0.05) compared with controls. Brains from surviving mice had 
CFU of Aspergillus f umigatus . This model can be used to compare newer 
antifungals and to study combination therapy or immunotherapy to find 
better therapeutic alternatives. 
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TITLE: Determination of the enantiomers of if osf amide 

and its 2- and 3-N-dechloroethylated metabolites in plasma 
and urine using enantioselective gas chromatography with 
mass spectrometric detection. 

Granville C P; Gehrcke B; Konig W A; Wainer I W 
Department of Oncology, McGill University, Montreal, Que., 
Canada . 

Journal of chromatography, (1993 Dec 8) 622 (1) 21-31. 
Journal code: 0427043. ISSN: 0021-9673. 
Netherlands 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
199404 

Entered STN: 19940412 
Last Updated on STN: 19970203 
Entered Medline: 19940405 
A rapid, sensitive, enantioselective gas chromatographic method has been 
developed for the quantitation of the enantiomers of if osf ami dp 
(IFF) and its 2- and 3-dechloroethylated metabolites (2-DCE-IFF and 
3-DCE-IFF) in human and animal plasma and human urine. IFF and the two 
dechloroethylated metabolites were extracted into chloroform, 
enantioselectively resolved by gas chromatography on a chiral stationary 
phase based upon heptakis ( 2, 6-di-O-methyl- 3-O-pentyl ) -beta- 
cyclodextrin and quantitated using mass-selective detection with 
selected-ion monitoring. The limits of quantitation for the enantiomers 
of IFF, 2-DCE-IFF and 3-DCE-IFF in plasma were 250 and 500 ng/ml 
respectively. In urine, the limits of quantitation for the enantiomers of 
IFF, 2-DCE-IFF and 3-DCE-IFF were 500 ng/ml. The method can detect 
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concentrations as low as 250 ng/ml of each enantiomer of 2- and 3-DCE-IFF 
in plasma and urine. The intra- and inter-day coefficients of variation 
for this method were with one exception less than 8%. The assay was 
validated for enantioselective pharmacokinetic studies in humans and rats 
and is the first reported enantioselective assay for the measurement of 
the enantiomers of 2- and 3-DCE-IFF in plasma. 
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MEDLINE on STN 
90146247 MEDLINE 
PubMed ID: 2619273 

Oral and parenteral therapy with saperconazole (R 66905) of 
invasive aspergillosis in normal and immunocompromised 
animals . 

Van Cutsem J; Van Gerven F; Janssen P A 
Janssen Research Foundation, Beerse, Belgium. 
Antimicrobial agents and chemotherapy, (1989 Dec) 33 (12) 
2063-8. 

Journal code: 0315061. ISSN: 0066-4804. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
199003 

Entered STN: 19900328 
Last Updated on STN: 19900328 
Entered Medline: 19900306 
Saperconazole (R 66905) is a broad-spectrum antifungal triazole with 
potent in vitro activity against Aspergillus spp. A total of 27 9 strains 
were tested in brain heart infusion broth. Development of the Aspergillus 
spp. was completely inhibited at 0.1 and 1 microgram of saperconazole per 
ml for 80.3 and 99.6% of the strains, respectively. Normal and 
immunocompromised guinea pigs were infected intravenously with Aspergillus 
fumigatus and treated orally, intravenously, or intraperitoneally with 
saperconazole or intraperitoneally with amphotericin B. Leukopenia, 
neutropenia, lymphocytosis, and monocytosis were obtained with 
mechlorethamine hydrochloride; leukopenia, neutrophilia, and lymphopenia 
were obtained with cyclophosphamide. Saperconazole was 
dissolved for oral treatment in polyethylene glycol and for parenteral 
treatment in cyclodextrins . Amphotericin B was given 

parenterally as Fungizone (E.R. Squibb & Sons). Treatment was given once 
daily for 14 days. An early starting treatment was efficacious, but the 
activity of saperconazole was maintained even when the onset of the 
treatment was delayed to the moribund state. The activity of 
saperconazole was not altered in immunocompromised animals. Saperconazole 
was clearly superior to amphotericin B and free of side effects. The oral 
and parenteral formulations of saperconazole were equipotent. The 
systemic activity of saperconazole in guinea pigs was confirmed in 
invasive aspergillosis in pigeons. 
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Background: Given the >95% lethality of clinical CNS aspergillosis with 
current therapies, there is a need for an animal model to study 
therapeutic strategies. We established a CNS model by intracerebral 
infection with Aspergillus and examined treatment with amphotericin B 
(AmB) and itraconazole (ITZ) alone and in combination. Methods: Male 
5-week CD-I mice were given cyclophosphamide 200mg/kg d -2 then 
q5 d to produce pancytopenia. Groups of 10 were infected intracerebrally 
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with 5X106 A. fumigatus conidia. AmB was given intraperitoneally (ip) at 
3 mg/kg or intravenously (iv) at 0.8 mg/kg once daily. ITZ in 
cyclodextrin was given by gavage once-daily at 100 mg/kg or twice 
daily at 50 mg/kg. Treatments were started d 1 postinfection and given 
for 10 d. At d 15 survivors were euthanized and organ fungal burdens 
determined. Results: 90% of mice given no treatment died by d 6, 100% by 
d 10. Mice treated with AmB either ip or iv had 40% survival d 15. Mice 
treated with ITZ either once or twice/d had LD50 d 11 compared with d 4 
for controls but only 10% survival at d 15. AMB and ITZ prolonged 
survival (P<.01) vs. controls but were equal. All brains from surviving 
mice had CFUs of Aspergillus. Similar results were seen in repeated 
experiments. The combination of AMB ip and ITZ had an 70% survival at d 
15, but not better (P>0.05) vs. either alone. Conclusions: Amb and ITZ 
alone and in combination significantly improves survival of mice infected 
with cerebral aspergillosis. The combination showed a trend toward better 
survival. This model could be used to study newer antifungals and/or 
immunotherapies to find better alternatives to treat CNS aspergillosis. 
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AB The triazole, itraconazole, has a wide spectrum of antifungal activity in 
vitro. Confirming this activity in vivo has been a long and difficult 
task because of problems with formulation, delivery and uncertainty about 
effective bioavailability. The physicochemical properties of the drug 
make it insoluble in water but strongly protein bound. The absorption and 
blood levels of the original capsular formulation were predictable with 
non-linear, saturation kinetics in normal volunteers. Tissue penetration 
was high and sustained. In neutropenic patients with haematological 
malignancies, levels were very variable and the doses required to achieve 
effective antifungal levels were higher than predicted from normal 
subjects' results. The solubility of the drug and predictability of blood 
levels were improved by the formulation of an oral solution with 
cyclodextrin. Wash-out times were prolonged in patients with this 
new formulation implying that tissue penetration was maintained. A high 
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volume of distribution suggests that loading may be necessary. An 
intravenous cyclodextrin solution is also now available allowing 
rapid loading and avoidance of the well-known gut side effects of the oral 
solution. Clinical studies have suggested minimum bioavailable dosage and 
minimum trough blood levels for effective prophylaxis against systemic 
fungal infection. Interactions are also now well documented and 
manageable. The drug can be measured reliably, quickly and comparatively 
cheaply by HPLC in serum and plasma. The frequency of such testing in 
clinical practice depends on the need to ensure adequate levels and to 
avoid unwanted toxicity. . COPYRGT . The Author 2005. Published by Oxford 
University Press on behalf of the British Society for Antimicrobial 
Chemotherapy. All rights reserved. 
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AB More than half of the pharmaceutical compounds exhibit polymorphism or 
pseudopolymorphism, e.g., they exist as more than one crystalline 
structure (true polymorphs, hydrates, solvates) or as more or less 
amorphous products. As such, they show at the solid state different 
physicochemical properties (melting point, transition point, plasticity, 
solubility, hygroscopicity, chemical reactivity) , which in turn may affect 
the technological and biopharmaceutical properties of active ingredients 
or excipients (compactibility, dissolution rate, bioavailability, 
pharmacological activity, stability) . When considering a chemically 
well-defined compound, one may find one or another crystalline state or 
polymorphic form according to the source or batch considered. One may 
also observe changes in technological or biopharmaceutical properties that 
are due to polymorphic transformations arising from the mechanical or heat 
treatment or from the environmental conditions (solvent-mediated 
reactions, desolvation) undergone by the product or the dosage form. The 
present article presents the fundamental aspects related to the 
above-mentioned phenomena and reviews both classical and recent examples 
from the literature reporting transformations during milling or grinding, 
tabletting, preparation of drug suspensions, granulation, dissolution or 
release tests, stability trials, spray drying, f reeze-drying or 
preparation of adsorbates or complexes. 
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AB In recent years there have been many changes to the ways that clinical 

veterinary science is conducted and nowhere is this more evident than in 
companion animal practice. Veterinarians working with pet dogs and cats 
are facing new challenges associated with the emergence and re-emergence 
of parasitic diseases. Some, such as Neospora caninum, have been recently 
recognised; others like Giardia and Cryptosporidium have been reported 
with increasing frequency, in part as a result of laboratory tests with 
improved sensitivity and specificity. In many regions, the emergence of 
parasitic diseases has been a consequence of pet travel and exotic 
diseases pose a unique diagnostic challenge for the veterinarian, as the 
index of suspicion for these conditions may be absent. The ranges of 
certain vector-borne diseases such as babesiosis, hepatozoonosis, 
ehrlichiosis, leishmaniasis and dirof ilariasis are extending due to 
ecological and climatic changes and enhanced by animals with subclinical 
infection returning home from endemic areas. In companion animal 
practice, veterinarians have the additional responsibility of providing 
accurate information about the zoonotic transmission of parasite 
infections from pets, especially to those most vulnerable such as 
children, the elderly and the immunocompromised. Effective education is 
vital to allay public concerns and promote responsible pet ownership. 
. COPYRGT . 2002 Australian Society for Parasitology Inc. Published by 
Elsevier Science Ltd. All rights reserved. 

L14 ANSWER 9 OF 31 EMBASE COPYRIGHT (c) 2006 Elsevier B.V. All rights 

reserved on STN 
ACCESSION NUMBER: 20014 07 641 EMBASE 

TITLE: Infectious complications within the first year after 

nonmyeloablative allogeneic peripheral blood stem cell 
transplantation. 

AUTHOR: Mossad S.B.; Avery R.K.; Longworth D.L.; Kuczkowski E.M.; 

McBee M.; Pohlman B.L.; Sobecks R.M.; Kalaycio M.E.; 

Andresen S.W.; Macklis R.M.; Bolwell B.J. 
CORPORATE SOURCE: Dr. S.B. Mossad, Department of Infectious Diseases, 

Cleveland Clinic Foundation, 9500 Euclid Avenue, Cleveland, 

OH 44195, United States 
SOURCE: Bone Marrow Transplantation, (2001) Vol. 28, No. 5, pp. 

491-495. . 

Refs: 19 

ISSN: 0268-3369 CODEN: BMTRE 

COUNTRY: United Kingdom 

DOCUMENT TYPE: Journal; Article 

FILE SEGMENT: 006 Internal Medicine 

025 Hematology 
037 Drug Literature Index 

LANGUAGE: English 

SUMMARY LANGUAGE: English 

ENTRY DATE: Entered STN: 20011206 

Last Updated on STN: 20011206 

AB Nonmyeloablative peripheral blood stem cell transplantation (PBSCT} is a 
novel therapeutic strategy for patients with malignant and non-malignant 
hematologic diseases. Infectious complications of this procedure have not 
been previously well described. Data on 12 patients transplanted at a 
tertiary care center were collected prospectively and verified 
retrospectively. Neutropenia developed in a third of patients, lasting 
for a median of 5 days. All patients developed some degree of 
graf t-versus-host disease, as intended. Most patients achieved full 
chimerism by week 5. Bacterial infections occurred in two patients (17%). 
Cytomegalovirus (CMV) viremia occurred in five patients (42%) at a median 
of 80 days; none had received CMV prophylaxis. Viremia was associated 
with fever and fatigue in three patients, possible gastrointestinal 
involvement in one patient and was asymptomatic in one patient. All 
viremic patients responded to intravenous ganciclovir therapy. No fungal 
infections were documented. No patients died as a result of infection. 
The incidence of CMV viremia in our patients was high, but the incidence 
of invasive disease due to CMV was low. The best strategy to prevent CMV 
in patients undergoing nonmyeloablative PBSCT remains to be determined, 
but strategies employed in traditional allogeneic bone marrow 
transplantation should be considered in these patients. 
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Paclitaxel is one of the most important lead compounds to emerge from a 
natural source. Because of the complex and unusual chemistry of 
paclitaxel, it is mainly extracted from the bark of a slow growing Western 
yew. Although total chemical synthesis of paclitaxel has been achieved, 
it may not be feasible commercially. Paclitaxel has a low therapeutic 
index: it is highly lipophilic and practically insoluble in water. The 
commercially available injection preparation is a sterile solution of the 
drug in Cremophor® EL and dehydrated alcohol. Present-day cancer 
chemotherapy with paclitaxel frequently causes hypersensitivity reactions. 
The major hurdles for successful therapy with paclitaxel are the 
availability of the drug and its delivery. The importance of developing 
an improved delivery system for paclitaxel is obvious from the problems 
seen from present-day therapy. Hence, the current approaches are mainly 
focused on: (1) developing formulations that are devoid of Cremophor® 
EL, (2) the possibility of large-scale preparation; and (3) stability for 
longer periods of time. The path to identify new molecules with better 
therapeutic efficacy will continue to be an integral part of health care 
systems, but the author is emphasizing the importance of 'better delivery 
of drugs 1 which is going to further refine the therapy. The different 
approaches investigated so far have shown much promise in replacing the 
Cremophor® based vehicle for paclitaxel delivery. However, the final 
product for human use is still far away. Therefore this review is the 
first comprehensive account of the pharmaceutical aspects of paclitaxel, 
with special emphasis on its delivery. Copyright (C) 1998 Elsevier 
Science B.V. 
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[Direct gaschromatographic separation of drug racematesj . 
ZUR DIREKTEN GASCHROMATOGRAPHISCHEN ENANTIOMERENTRENNUNG 
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For inspection of the direct separability of synthetic drug racemates 
through GC/MS a uniform scheme is proposed and checked with 35 drugs and 
two cyclodextrin capillary columns. All investigated analytes 
vaporized without decomposition, 26 of them are separable in the 
enantiomers, among them 10 with separation to the baseline and 14 with 
CO-NH-structure . 
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Oral dosage forms that should not be crushed: 1998 update. 
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The purpose of this feature, last published in this journal in 1996, is to 
alert health care practitioners about medications that should not be 
crushed because of their special pharmaceutical formulations. 
Alternative, liquid forms of these products are listed when they are 
available. In addition to regular updates in Hospital Pharmacy, 'Oral 
Dosage Forms That Should Not Be Crushed' is reproduced yearly in the 
American Drug Index. 
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Use of principal component analysis for the study of the 
retention behaviour of anticancer drugs on p- 
cyclodextrin polymer-coated silica column. 
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The retention parameters of eighteen commercial anticancer drugs were 
determined on a p- cyclod e xtrin polymer-coated silica 
support (pCDP) using methanol-water mixtures as eluent and the 
relationship between the retention behaviour and physico-chemical 
parameters was elucidated by principal component analysis (PCA) followed 
by two-dimensional non-linear mapping. No significant linear correlation 
was found between the retention behaviour of drugs on octadecylsilica and 
pCDP silica columns, indicating that the retention capacity and 
selectivity of the columns are considerably different. The results of PCA 
indicated that hydrophobic and electronic interactions and steric 
conditions govern the retention of anticancer drugs on PCDP column, 
suggesting a mixed retention mechanism. 
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AB The interaction between 23 anticancer drugs and carboxymethyl-p- 
cyclodextrin (CM-p-CD) was studied by reversed-phase 

charge-transfer thin-layer chromatography and the relative strength of 
interaction was calculated. CM-p-CD formed inclusion complexes with 
13 compounds, the complex always being less hydrophobic than the 
uncomplexed drug. The inclusion-forming capacity of drugs differed 
considerably depending on their chemical structures. Principal component 
analysis indicated that the hydrophilic parameters (hydrophobicity, 
specific hydrophobic surface area) of drugs exert the greatest influence 
on the stability of CM-p-CD-drug inclusion complexes. 
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AB The interaction between 23 anticancer drugs and a- 
cyclodextrin (a-CD) was studied by reversed-phase 

charge-transfer thin-layer chromatography and the relative strength of 
interaction was calculated. As a-CD has smaller cavity than p- 
and x-CD it interacted only with 10 anticancer drugs proving the 
relatively poor complex forming capacity of a-CD. The 

hydrophobicity of host-guest inclusion complex was always different from 
that of the uncomplexed drug suggesting that the complex formation may 
influence the uptake, absorption, half-life etc. of the original drug. 
The inclusion forming capacity of drugs differed considerably according to 
their chemical structure. The intensity of interaction significantly 
depended on the hydrophobicity of the guest molecule proving the 
preponderant role of hydrophobic interactions in inclusion complex 
formation. 
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The interaction between 23 anticancer drugs and y- 
cyclodextrin (y-CD) was studied by reversed-phase 

charge-transfer thin-layer chromatography and the relative strength of 
interaction was calculated. y-CD formed inclusion complexes with 14 
compounds, the complex always being more or less hydrophobic than the 
uncomplexed drug. The inclusion- forming capacity of a drug differed 
considerably depending on its chemical structure. The linear correlation 
between the hydrophobicity and the specific hydrophobic surface area of 



AUTHOR: 

CORPORATE SOURCE: 



SOURCE: 



COUNTRY : 
DOCUMENT TYPE: 
FILE SEGMENT: 
LANGUAGE: 
SUMMARY LANGUAGE: 
ENTRY DATE: 



10/724,638 



anticancer drugs indicated that they can be considered a homologous ries 
of compounds, although their chemical structures are highly different. 
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AB The invention relates to medical products having a surface that is at 
least partially covered by a polymer layer. Said polymer layer is 
preferably formed by autopolymn. Substances containing at least one multiple 
bond, especially unsatd. fatty acids comprising an alkyl chain consisting of 
preferably between 7 and 50 carbon atoms are polymerized Other substances 
which do not participate in the polymerization can be added to the substances 
participating in the polymerization reaction. Said substances are preferably 
saturated fatty acids and fatty acid derivs. The invention also relates to 
methods for producing such medical products, and to the use of the same. 
Thus a non-expanding stent prepared from LVM 316 stainless steel was 
spray-coated with a mixture of linseed oil and paclitaxel at a ratio of 
80:20 in chloroform at a ration of 1:1. Thereafter chloroform was evaporated 
and stored at 80°C. 
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AB The invention relates to medical products comprising at least one 

biocompatible biostable polysulfone coating. Said polysulfone coating 
makes it possible, via the admixt. of an adequate quantity of at least one 
hydrophilic polymer, to control the elution kinetics of the at least one 
antiproliferative, anti-inflammatory, antiphlogistic, and/or 
antithrombogenic agent that is introduced and/or applied while allowing 
different agents or agent concns. to be spatially separated with the aid of 
the layer system of biostable polymers. Also disclosed are a method for 
producing said medical products and the use thereof particularly in the 
form of stents for preventing restenosis. Thus a 2 g base-coat solution for 
spray coating contained 17.6 mg polyethersulfone ( Udel form Solvay) in 
chloroform. The 3 g chloro formic topcoat solution included 25.2 g 
polyethersulfone and 1,2 mg PVP. 
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OTHER SOURCE(S): MAR PAT 141:17589 

AB The invention provides peptide prodrugs that contain cleavage sites 

specifically cleaved by human kallikrein 2 (hK2). These prodrugs are 
useful for substantially inhibiting the nonspecific toxicity of a variety 
of therapeutic drugs. Upon cleavage of the prodrug by hK2, the 
therapeutic drugs are activated and exert their toxicity. Methods for 
treating cell proliferative disorders are also featured in the invention. 
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The present invention is directed to substituted 4-aryl-4H-pyrrolo [2, 3- 
h]chromenes and analogs thereof (shown as I; variables defined below; e.g. 
II). The present invention also relates to the discovery that compds . I 
are activators of caspases and inducers of apoptosis. Therefore, I can be 
used to induce cell death in a variety of clin. conditions in which 
uncontrolled growth and spread of abnormal cells occurs. The ability to 
activate the caspase cascade and induce apoptosis in human breast cancer 
cell lines T-47D and ZR-75-1 was measured for .apprx.50 examples of I, 
e.g. EC50 (nM) = 2.3 and 1.6, resp., for II. Although the methods of 
preparation are not claimed, .apprx.50 example prepns. are included. For I: Rl 
= alkyl, cycloalkyl, cycloalkylalkyl, hydroxyalkyl, haloalkyl, 
alkoxyalkyl, aminoalkyl and oxiranylalkyl; R3 and R4 = H, halo, haloalkyl, 
aryl, fused aryl, carbocyclic, a heterocyclic group, a heteroaryl group, 
Cl-10 alkyl, alkenyl, alkynyl, arylalkyl, arylalkenyl, arylalkynyl, 
heteroarylalkyl, heteroarylalkenyl, heteroarylalkynyl, carbocycloalkyl, 
heterocycloalkyl, hydroxyalkyl, aminoalkyl, carboxyalkyl, nitro, amino, 
cyano, acylamido, hydroxy, thiol, acyloxy, azido, alkoxy, carboxy, 
methylenedioxy, carbonylamido or alkylthio; R5 is H or Cl-10 alkyl. A is 
(un) substituted and is aryl, heteroaryl, saturated carbocyclic, partially 
saturated carbocyclic, saturated heterocyclic, partially saturated heterocyclic or 
arylalkyl; D is (un) substituted and is a heteroarom., partially saturated 
(un) saturated heterocyclic fused ring, wherein said fused ring has 5 or 6 ring 
atoms, wherein one or two of said ring atoms are N atoms and the others of 
said ring atoms are C atoms. Y is CN, COR19, C02R19 or CONR20R21, wherein 
R19, R20 and R21 = H, Cl-10-alkyl, haloalkyl, aryl, fused aryl, 
carbocyclic, a heterocyclic group, a heteroaryl group, alkenyl, alkynyl, 
arylalkyl, arylalkenyl, arylalkynyl, heteroarylalkyl, heteroarylalkenyl, 
heteroarylalkynyl, carbocycloalkyl, heterocycloalkyl, hydroxyalkyl or 
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aminoalkyl; or R20 and R21 are taken together with the N to form a 
heterocycle; and Z is NR22R23, NHC0R2 2N ( COR2 3)2, N (COR22 ) {COR23 ) , N:CHOR19 
or N:CHR19 wherein R22 and R23 = H, Cl-4 alkyl or aryl, or R22 and R23 are 
combined together with the group attached to them to form a heterocycle. 
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AB The invention relates to oligo- and polysaccharides containing the sugar - 
structural element N-acylglucosamine or N-acylgalactosamine, in addition to 
the use thereof for producing hemocompatible surfaces and to methods for 
coating surfaces in a hemocompatible manner with said oligo- and 
polysaccharides, which constitute the common biosynthetic precursor 
substances of heparin, heparan sulfates and chitosan. The invention also 
relates to methods for producing the oligo- and/or polysaccharides, in 
addition to diverse application options involving hemocompatible surfaces. 
The invention specifically relates to the use of the oligo- and/or 
polysaccharides on stents involving at least one hemocompatible coating 
that has been applied according to the invention and that contains an 
anti-proliferative, anti-inflammatory and/or athrombogenic active 
ingredient, to methods for producing said stents and to the use of the 
latter for preventing restenosis. Thus desulfated and reacetylated 
heparin was prepared; the Ac-heparin product was used for coating coronary 
metal stents. The stents were implanted in swines; after four weeks the 
animals were anesthetized and the artery segments removed for 
histomorphometric anal. 
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AB The present invention relates to prompt-release oral pharmaceutical 

compns. containing 1 or more drugs solubilized, suspended or embedded in a 
suitably formulated amphiphilic matrix for improving in vitro and in vivo 
bioavailability of medicaments sparingly absorbed through the oral route 
and/or with problems of high variability of absorption in the 
gastrointestinal tract. Gelucire 44/14 (500 g) is melted at 
55-65°, and the molten mass is added under stirring to 50 g 

etoposide to obtain a homogeneous solution/dispersion. The resulting mixture 
is added in succession under stirring to 5 g sodium lauryl sulfate and 45 
g 0- cyclodextrin . The resulting mixture is stirred for at 
least 15 min at 55°, and then hard-gelatin capsules are filled with 
a distributing syringe, to reach a 600-mg capsule. Each capsule is then 
closed and sealed by spraying with 50% ethanol and water and subsequent 
heating under hot air to obtain the final capsule. The resulting capsules 
have in vitro release not <80% after 30 min. 
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AB The present invention is directed to substituted 4H-chromenes and analogs 
thereof (shown as I; e.g. 2-amino-3-cyano-7-hydroxy-4- ( 3-bromo-4 , 5- 
dimethoxyphenyl ) -4H-chromene) . It also relates to the discovery that I 
are activators of caspases and inducers of apoptosis and, therefore, can 
be used to induce cell death in a variety of clin. conditions in which 
controlled growth and spread of abnormal cells occurs. In I: R1-R4 = H, 
halo, haloalkyl, aryl, fused aryl, carbocyclic, heterocyclic, heteroaryl, 
Cl-10 alkyl, alkenyl, alkynyl, arylalkyl, arylalkenyl, arylalkynyl, 
heteroarylalkyl, heteroarylalkenyl , heteroarylalkynyl , carbocycloalkyl , 
heterocycloalkyl, hydroxyalkyl , aminoalkyl, carboxyalkyl, nitro, amino, 
cyano, acylamido, hydroxy, thiol, acyloxy, azido, alkoxy, carboxy, 
methylenedioxy, carbonylamido or alkylthio; or Rl and R2, or R2 and R3, or 
R3 and R4, taken together with the atoms to which they are attached form 
an aryl, heteroaryl, partially saturated carbocyclic or partially saturated 
heterocyclic group, wherein said group is optionally substituted. R5 is H 
or Cl-10 alkyl; A is optionally substituted and is aryl, heteroaryl, saturated 
carbocyclic, partially saturated carbocyclic, saturated heterocyclic, partially 
saturated heterocyclic or arylalkyl; Y is CN, COR7, C02R7 or CONRxRy, wherein 
R7, Rx and Ry = H, Cl-10 alkyl, haloalkyl, aryl, fused aryl, carbocyclic, 
heterocyclic, heteroaryl, alkenyl, alkynyl, arylalkyl, arylalkenyl, 
arylalkynyl, heteroarylalkyl, heteroarylalkenyl, heteroarylalkynyl, 
carbocycloalkyl, heterocycloalkyl, hydroxyalkyl or aminoalkyl; or Rx and 
Ry are taken together with the N to which they are attached to form a 
heterocycle; and Z is NR8R9, NHCOR8, N(COR9)2, N (COR8 ) (COR9 ) , N:CHOR8 or 
N:CHR8, wherein R8 and R9 = H, Cl-4 alkyl or aryl, or R8 and R9 are 
combined together with the group attached to them to form a heterocycle. 
The EC50 values for >80 I against T-47D and ZR-75-1 human breast cancer 
cell lines are tabulated, e.g. 30 and 25 nM, resp., for 
2-amino-3-cyano-4- ( 3-bromo-4 , 5-dimethoxyphenyl ) -4H-indolo [ 7 , 6-b] pyran . 
Although the methods of preparation are not claimed, 81 example prepns . are 
included . 
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AB Oral nanoparticulate pharmaceutical formulations and related methods for 
controlled release delivery of chemotherapeutic and macromol . agents are 
described. A nanoparticulate formulation comprises a therapeutic agent, 
e.g., heparin or insulin, and a structural delivery component, a polymer, 
e.g., a lactide-glycolide copolymer, in an amount sufficient to achieve a 
therapeutic plasma concentration and sustain the concentration over time. The 
formulation may further include p- cyclodextrin, polyvinyl 
ale, and a bioadhesive adjuvant. For example, heparin nanospheres were 
formed from 1:1 (weight/weight) poly (DL-lactide-co-glycolide) and heparin with 
the emulsion prepared in an aqueous solution of p- cyclodextrin and 
polyvinyl ale. Doses of 200, 400, and 600 mg/kg were administered by oral 
gavage in aqueous bioadhesive polymer adjuvant solution to rabbits. The ability 
to achieve significant heparin plasma levels by 2 h post dosing, and to 
sustain levels to 10 days was illustrated. Also, an improved insulin 
nanosphere formulation was prepared using Eudragit RS 30 1000 mg, 
Phospholipon 90H 500 mg, p- cyclodextrin 1000 mg, insulin 
powder 50 mg, and ethanol 50 mL. The formulation showed improved 
suppression of glucose levels in diabetic rats and extension of the effect 
to at least 96 h. Nanospheres may be incorporated into a tablet preparation 
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More space-group corrections: from triclinic to 
centered monoclinic and to rhombohedral : also from PI 
to P.hivin.l and from Cc to C2/c 
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Department of Chemistry, Technion-Israel Institute 
Technology, Haifa, 32000, Israel 

Acta Crystallographica, Section B: Structural Science 
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Journal 
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AB The authors present 14 examples of crystal structures that were originally 
described as triclinic, but are properly described as either C-centered 
monoclinic (ten examples) or rhombohedral (four examples). There is also 
one example each of changes from PI to P.hivin.l and from Cc to C2/c. 
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AB A pharmaceutical composition comprising an angiogenesis inhibitor such as a 
fumagillol derivative is used for inhibition of tumor metastasis or 
recurrence. A solution was prepared containing 6-0-(N- 
chloroacetylcarbamoyl ) fumagillol (I) 100, maltosyl-p- 
cyclodextrin 726 mg, NaOH 33.3 \xq, and distilled water for 
injection to 5.0mL. I was shown to enhance or potentiated the antitumor 
activity of other antitumor agents such as cisplatin. 
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Potentiation of cytotoxic cancer therapies by TNP-470 
alone and with other anti-angiogenic agents 
Teicher, Beverly A. ; Holden, Sylvia A.; Ara, Gulshan; 
Alvarez Sotomayor, Enrique; Huang, Zhen Dong; Chen, 
Ying Nan; Brem, Harold 

Dana-Farber Cancer Institute, Boston, MA, 02115, USA 
International Journal of Cancer (1994), 57(6), 920-5 
CODEN: IJCNAW; ISSN: 0020-7136 
Journal 
English 

The ability of TNP-470, a synthetic analog of fumagillin which has been 
described as an anti-angiogenic agent, to potentiate cytotoxic cancer 
therapies was investigated in vivo in the murine FSallC fibrosarcoma and 
the Lewis lung carcinoma. TNP-470 was more toxic toward FSallC tumor 
cells from tumors treated in vivo than toward bone-marrow CFU-GM from the 
same animals. TNP-470 had a dose-modifying effect on the toxicity of 
cyclophosphamide toward FSallC tumor cells which amounted to an 
8-fold increase in tumor-cell killing at a cyclophosphamide dose 
of 500 mg/kg. Treatment with TNP-470 and minocycline increased the 
permeability of the FSall fibrosarcoma in vivo to the fluorescent dye 
Hoechst 33342 and increased the killing of both the bright and the dim 
tumor cells by cyclophosphamide. TNP-470, especially in combination 
with minocycline, formed a highly effective modulator combination for 
treatment of the Lewis lung carcinoma with cytotoxic cancer therapies 
against primary and metastatic disease. The combination of 
TNP-4 7 0/minocycline and cyclophosphamide led to 4 0 to 50% 

long-term survivors in Lewis-lung-carcinoma-bearing animals. Our results 
indicate that the use of anti-angiogenic modulators in cancer therapy is a 
very promising area for further study. 
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Collection of enantiomer separation factors obtained 
by capillary gas chromatography on chiral stationary 
phases 
Anon. 
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Journal 
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The separation factors obtained by capillary gas chromatog. on 
heptakis (2, 6-di-0-methyl-3-0-pentyl ) -0- cyclodextrin chiral 
stationary phases are given for many enantiomers. 
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An anionic polymer (e.g. a heparin derivative) is linked to an active agent 
(especially a steroid), preferably by a selectively hydrolyzable bond, for 
delivery of the active agent to vascular endothelial cells. The 
conjugates are useful as angiogenesis inhibitors for treatment of e.g. 
cancer, arthritis, and diabetic blindness. Thus, heparin was condensed 
with adipic dihydrazide and then with Cortisol; the Cortisol : heparin mol 
ratio in the product was 8-9. This conjugate was markedly acid labile, 
suppressed DNA synthesis and cell migration in human umbilical vein 
endothelial cells, retarded or abolished the vascularization of sponges in 
vivo, and retarded lung tumor growth in mice by 65%. No adverse effects 
of the conjugate were detected, and equivalent treatments with a mixture of 
heparin and Cortisol were significantly less effective in all cases. 
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Pharmaceuticals containing tetracycline and other drugs are useful for the 
inhibition of angiogenesis. The drugs can be delivered topically, locally 
or systemically and are extremely selective for growth of endothelial 
cells. Thus, minocycline and heparin and cortisone acetate were 
incorporated into the ethylene-vinyl acetate copolymer matrix and the 
inhibition of angiogenesis in the rabbit cornea was evaluated. Tumor 
angiogenesis was inhibited by the controlled release of minocycline, and 
cortisone and heparin. 
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Study of the Michael addition of p- 
cyclodextr in- thiol complexes to conjugated 
alkenes in water 

Krishnaveni, N. Srilakshmi; Surendra, K. ; Rao, K. Rama 
Organic Chemistry Division- I, Indian Institute of 
Chemical Technology, Hyderabad, 500 007, India 
Chemical Communications (Cambridge, United Kingdom) 
(2005), (5), 669-671 
CODEN: CHCOFS; ISSN: 1359-7345 
Royal Society of Chemistry 
Journal 
English 

CASREACT 142:297785 

An environmentally benign and highly efficient supramol. Michael addition of 
thiols from the secondary side of p- cyclodextrin to 
<x,p-unsatd. compds. at the primary side in water is described. 
Products of undesirable side reactions resulting from polymerization were not 
observed; the use of cyclodextrin precluded the use of either acid 
or base and the catalyst can be recovered and reused. 
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Inhibition of brush border dipeptidase with cilastatin 
reduces toxic accumulation of cyclosporin A in kidney 
proximal tubule epithelial cells 

Perez, Maria; Castilla, Manuela; Torres, Ana Maria; 
Lazaro, Jose Antonio; Sarmiento, Elisabeth; Tejedor, 
Alberto 

Department of Nephrology, Hosp. Gen. Univ. Gregorio 
Maranon, Madrid, Spain 

Nephrology, Dialysis, Transplantation (2004), 19(10), 
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Oxford University Press 
Journal 
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Cilastatin reduces nephrotoxicity associated with cyclosporin A (CyA) in 
solid organ and bone marrow transplantation. This appears to be unrelated 
to changes in renal hemodynamics or CyA metabolism How cilastatin induces 
this protection is unclear, but it could result from changes on 
accumulation of CyA proximal cells. We investigated the effects of 
cilastatin on primary cultures of pig kidney proximal tubule epithelial 
cells (PTECs) treated with CyA and FK506. Cell membrane fluidity and 
membrane-bound cholesterol -rich raft (MBCR) distribution were evaluated by 
fluorescence microscopy, and CyA transport by RIA. Changes in CyA- and 
FK506- induced apoptosis were also evaluated by electron and light 
microscopy, flow cytometry, and detection of cytoplasmic nucleosomes by 
ELISA. CyA caused a dose -dependent reduction of cell membrane fluidity, which 
was prevented by pre-treating PTECs with cilastatin. Cilastatin also 
inhibited CyA transport across membranes and reduced recovery of CyA in 
mitochondria and membrane -bound fractions from cilastatin-treated PTECs. 
This effect was not related to an altered distribution of MBCRs, which are 
essential for CyA transport. Cilastatin protected against CyA- and 
FK506-induced apoptosis. Prevention of CyA- induced reduction of cell membrane 
fluidity and inhibition of CyA transport are features of cilastatin' s 
direct effects on PTECs. Unaltered distribution of MBCRs in the presence 
of cilastatin suggests that cilastatin binding to raft-bound dipeptidases, 
rather than MBCR modifications, causes interference with CyA transport. 
These results provide addnl . insight into the mechanisms and scope of 
cilastatin nephroprotection. 
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Inclusion complexation thermodynamics of acridine red 
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AB A series of Schiff base p- cyclodextrin derivs. with an 

oligo(ethylenediamine) tether have been newly synthesized and their 
inclusion complexation behavior has been assessed and discussed 
thermodynamic ally, employing acridine red (AR) and rhodamine B (RhB) as 
representative guests. Fluorescence spectrophotometry titrns. have been 
performed in methanol -water (1: 2) phosphate buffer solution (pH = 7.20) at 
25.0-45.0 °C in order to obtain the complex stability consts. (KS) 
and the thermodn. parameters (AH° and TAS°) for 

the stoichiometric 1: 1 inclusion complexation of two guests with the 
native and modified p- cyclodextrins . As compared with the 
parent p- cyclodextrin, all of the chemical modifications to 
the primary side of p- cyclodextrins examined led to 

substantial decreases for rhodamine B and marked increases for acridine 
red in complex stability, which are elucidated in terms of the induced- fit 
interaction and the complementary geometrical relationship between the 
host p- cyclodextrins and guest mols., as well as the length 
of the linking chain of p-CD derivs. The induced CD spectral 
analyses of these p- cyclodextrin derivs. indicated that the 
aromatic moiety in modified p- cyclodextrins is not embedded 
into the hydrophobic cavity of cyclodextrin. The inclusion 
complexation with acridine red possess higher binding consts. than that 
with rhodamine B, which are solely attributed to the increased enthalpic 
gain. Thermodynamically, the inclusion complexation with the modified 
p- cyclodextrins is absolutely enthalpy- driven for acridine 
red, while for complexation with rhodamine B is mainly entropy -driven. 
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AB This paper describes 2 alternative methodologies for the determination of 
selected aldehydes (formaldehyde, acetaldehyde, propionaldehyde, 
acrolein, and benzaldehyde) by capillary electrophoresis (CE) . 
The first approach is based on the formation of aldehyde -bisulfite adducts 
and employs free solution CE with reversed electroosmotic flow and 
indirect detection, using 10 mmol/L 3, 5-dinitrobenzoic acid (pH 4.5) 
containing 0.2 mmol/L cetyltrimethylammonium bromide as the electrolyte. 
This novel methodology showed a fairly good sensitivity to concentration, 
with detection limits with respect to a single aldehyde on the order of 
10-40 mug/L, a reasonable analysis time (separation was achieved in <8 
min) , and no need for sample manipulation. A second approach was proposed 
in which 2 , 4-dinitrophenylhydrazine derivatives of the aldehydes were 
detected in a micellar electrolyte medium (20 mmol/L borate buffer 
containing 50 mmol/L sodium dodecyl sulfate and 15 mmol/L beta- 
cyclodextrin) . This latter methodology included a laborious 
sample preconcentration step and showed much poorer sensitivity (0.5-2 
mg/L detection limit, with respect to a single aldehyde) , despite the use 
of sodium chloride to promote sample stacking. Both methodologies proved 
adequate to evaluate aldehyde levels in vehicular emissions . Samples from 
the tailpipe exhaust of a passenger car vehicle without a catalytic 
converter and operated with an ethanol -based fuel were collected and 
analyzed; the results showed high levels of formaldehyde and acetaldehyde 
(0.41-6.1 ppm, v/v) . The concentrations estimated by the 2 methodologies, 
which were not in good agreement, suggest the possibility of striking 
differences in sample collection efficiency, which was not the concern of 
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this work. 
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AB Chiral reaction media containing mono-, di-, or trisaccharides increase the 
reaction rate of Diels-Alder reactions 
1- (p-D-glucosyloxy) -1, 3 -butadiene with CH2:CHCOMe, a reaction medium 
of 2M glucose showed a reaction rate constant (k+105M-ls-l) of 44.6 
compared with 28.2 for H20 alone. Other additives were ribose, galactose, 
saccharose, p- cyclodextrin, mannose, and Me 
a-glucoside. 



